This analysis assessed whether responses with exenatide once weekly plus dapagliflozin (n = 231), exenatide once weekly alone (n = 230), or dapagliflozin alone (n = 233) differed in key patient subpopulations of the DURATION-8 trial. Potential treatment-by-subgroup interactions for changes in glycated haemoglobin (HbA1c) and body weight after 28 weeks were evaluated among subgroups determined by baseline HbA1c, age, sex, body mass index, type 2 diabetes duration, race, ethnicity and estimated glomerular filtration rate (eGFR). Exenatide once weekly plus dapagliflozin reduced HbA1c and body weight across all subgroups: leastsquares mean reductions ranged from −8.4 to −26.1 mmol/mol (−0.77% to −2.39%) for HbA1c and from −2.07 to −4.55 kg for body weight. Potential treatment-by-subgroup interactions (P < .10) were found for HbA1c change by age (P = .016) and eGFR (P = .097). Age subgroup analysis findings were not consistent with expected mechanistic effects, with the small number of patients aged ≥65 years (n = 74 vs n = 499 for patients aged <65 years) limiting the interpretability of the interaction term. In the exenatide once weekly plus dapagliflozin and dapagliflozin groups, but not the exenatide once weekly group, HbA1c reductions were greater among patients with eGFR ≥90 vs ≥60 to <90 mL/min/1.73 m 2 (least-squares mean reductions of and −17.7 vs −16.9 mmol/mol [−1.62% vs −1.55%] for the respective treatments); this was consistent with the mechanism of action of dapagliflozin. A potential treatment-by-subgroup interaction was observed for change in body weight by sex (P = .099), with greater weight loss for women vs men across all treatments (range −2.56 to −3.98 kg vs −0.56 to −2.99 kg). In conclusion, treatment with exenatide once weekly plus dapagliflozin reduced HbA1c and body weight across all patient subgroups and was more effective than exenatide once weekly or dapagliflozin alone in all adequately sized subgroups.
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dapagliflozin, exenatide, GLP-1 analogue, SGLT2 inhibitor, type 2 diabetes 1 | INTRODUCTION Type 2 diabetes mellitus (T2DM) is a chronic, progressive illness with a strong genetic component that is caused by defects in multiple organ systems. 1 Comorbidities and chronic complications are highly prevalent among people with T2DM, 2 necessitating a multifactorial approach to management. In addition, other characteristics (such as age, sex, duration of disease, race and ethnicity) require individualization of patient care.
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Because of the progressive nature of T2DM, most patients will eventually require multiple therapies to achieve and maintain their individualized therapeutic targets. 4 Several glucose-lowering drug 6 The aim of the present analysis was to determine whether the differences in glycated haemoglobin (HbA1c) and body weight responses seen in the overall population of DURATION-8 differed among key patient subpopulations.
| MATERIALS AND METHODS

| Study design
This was an analysis of data from the DURATION-8 study (ClinicalTrials.gov identifier: NCT02229396), the methods of which have previously been reported. 6 
| Statistical analysis
Least-squares mean changes in HbA1c and body weight for treatment groups were calculated using a mixed-effects model for repeated measures analysis, with treatment, country, baseline HbA1c stratum, baseline HbA1c and body weight, week, subgroup, treatment-byweek, subgroup-by-week, subgroup-by-treatment, and subgroup-byweek-by-treatment interactions as fixed factors. Nominal P values for treatment-by-subgroup interactions were reported, with P < .10 considered indicative of a potential treatment-by-subgroup interaction; this conservative threshold is commonly employed to ensure adequate sensitivity to detect interactions because of the reduced power within subgroups. There was no correction for multiplicity.
| RESULTS
Of 695 randomized patients, one did not receive study medication, leaving 231, 230 and 233 patients in the exenatide once weekly plus dapagliflozin, exenatide once weekly and dapagliflozin groups, respectively. Baseline characteristics were similar among treatment groups, with the exception of fewer women in the exenatide once weekly group and fewer Hispanic/Latino patients in the dapagliflozin group. 6 
| Change in HbA1c
Clinically relevant HbA1c reductions were observed with all treatments across all subgroups. HbA1c reductions were greater with exenatide once weekly plus dapagliflozin than with either exenatide once weekly or dapagliflozin alone in all adequately sized subgroups.
After 28 weeks, HbA1c was reduced with all treatments across all baseline HbA1c subgroups, with no evidence of a treatment-bysubgroup interaction (P = .978; Table 1 ). HbA1c reductions were greater with increasing baseline HbA1c. Small numbers of patients in the HbA1c <8.0% (<64 mmol/mol) subgroup limited the interpretability of the interaction P value.
A potential treatment-by-subgroup interaction was observed for HbA1c change by baseline age subgroup (P = .016; Figure 1A ), although there were too few patients aged ≥65 years in each treatment group for this to be conclusive. HbA1c reductions were greater for patients aged ≥65 years vs <65 years with exenatide once weekly plus dapagliflozin, while this relationship was reversed for exenatide once weekly alone and dapagliflozin alone (Figure 1A) .
Reductions in HbA1c were observed in all treatment groups across all baseline BMI and T2DM duration subgroups (Table 1) , with no evidence of treatment-by-subgroup interactions. By contrast, a potential treatment-by-subgroup interaction was observed for HbA1c change by baseline eGFR (P = .097; Figure 1B ). HbA1c reductions were greater for patients with eGFR ≥90 mL/min/1.73 m 2 vs ≥60 to <90 mL/min/1.73 m 2 in the exenatide once weekly plus dapagliflozin and dapagliflozin alone groups, whereas this pattern was not observed with exenatide once weekly alone. In addition, sex, race or ethnicity did not differentially affect the improvements in HbA1c observed with the three treatments (Table 1) ; however, the interpretability of the interaction term for the race subgroup was limited by the small numbers in some of the race subgroups.
| Change in body weight
Body weight decreased from baseline with all three treatments in all subgroups (Table S1 ); greater reductions were seen with exenatide once weekly plus dapagliflozin than with exenatide once weekly or dapagliflozin alone across all adequately sized subgroups. A potential treatment-by-subgroup interaction was found for sex (P = .099; Table S1 ), related to the smaller reduction in body weight observed among men in the group receiving exenatide once weekly alone. In all treatment groups, body weight reductions were greater for women than men. Reductions in body weight were numerically greater for patients with baseline HbA1c ≥8.0% to <9.0% (≥64 to <75 mmol/mol) compared with ≥9.0% (≥75 mmol/mol) in the groups receiving exenatide once weekly plus dapagliflozin or exenatide once weekly alone, although evidence of a treatment-by-subgroup interaction (P = .918)
was not observed. As with the analysis of HbA1c change, small patient numbers in the HbA1c <8.0% (<64 mmol/mol) subgroup limited the interpretability of the interaction P value in this subgroup.
| DISCUSSION
The results of the present analysis show that the combination of exenatide once weekly plus dapagliflozin was effective in reducing HbA1c and body weight irrespective of sex, age, body weight, race, ethnicity or disease characteristics. While a potential treatment-bysubgroup interaction was observed between age and the HbA1c change, the subgroup of patients aged ≥65 years was small, which limited the interpretability of the interaction term. Moreover, the results did not suggest a mechanistic explanation for differences according to age and, therefore, should be interpreted with caution.
As expected, a potential treatment-by-subgroup interaction was observed for change in HbA1c by eGFR in the dapagliflozin-containing treatment groups; HbA1c reductions were greater for patients with eGFR ≥90 mL/min/1.73 m 2 vs eGFR ≥60 to <90 mL/min/1.73 m 2 , consistent with the mechanism of action of dapagliflozin, which blocks the reabsorption of glucose in the kidney and is dependent on plasma glucose and glomerular filtration rate. The small number of patients with eGFR <60 mL/min/1.73 m 2 limited the interpretability of these findings. Weight loss appeared greater for patients with baseline HbA1c ≥8.0% to <9.0% (≥64 to <75 mmol/mol) vs ≥9.0% (≥75 mmol/ mol), potentially because higher baseline HbA1c was associated with a catabolic state and weight loss was attenuated by improved glycaemic control, with improvement in catabolic state 6 ; there were few patients with baseline HbA1c <8.0% (<64 mmol/mol), which limits the interpretability of the interaction P value. Finally, there was evidence of a potential interaction between sex and body weight change. Weight loss was greater among women than men; however, this potential interaction may be related to the smaller-than-expected weight loss in men receiving exenatide once weekly.
As expected, the combination of exenatide once weekly plus dapagliflozin reduced HbA1c and body weight more than either drug alone across all adequately sized subgroups. This was consistent with the results for the overall study population, in which exenatide once weekly plus dapagliflozin produced significantly greater reductions in HbA1c and body weight than exenatide once weekly or dapagliflozin alone (−21.9 vs −17.5 and − 15.3 mmol/mol [−2.0%, −1.6% and −1.4%] and −3.55 vs −1.56 and −2.22 kg, respectively). 6 To date, the DURATION-8 study is the only randomized controlled trial of an SGLT2 inhibitor and GLP-1RA combination in patients with T2DM
for which results have been published. However, another study examined the effects of this combination in individuals with obesity without T2DM and found that those treated with exenatide once weekly plus dapagliflozin had a significantly greater reduction in body weight after 24 weeks than the placebo group (−4.48 vs −0.35 kg, respectively). 7 Results from the AWARD-10 study (NCT02597049), when available, will provide further information on the effects of combination therapy with these two glucose-lowering therapy classes.
This analysis was not designed to make statistical comparisons between treatments within each subgroup or to identify subgroups in ; however, one study found that patients with a T2DM duration of >15 years lost more weight with exenatide twice daily vs placebo than patients with a shorter disease duration. 8 In a study investigating exenatide twice daily and once weekly, HbA1c reductions with exenatide twice daily were greater among Asian patients vs white patients (P < .0001), but weight loss was greater among white patients. 11 There was no effect of race on HbA1c reduction with exenatide once weekly in this study, although white patients lost more weight than Asian patients with exenatide once weekly. 11 A pooled analysis of the effect of exenatide once weekly according to age, sex, race, T2DM duration, and BMI showed no differences in HbA1c and body weight reductions in any of the subpopulations investigated. 12 Although some studies investigating treatment with exenatide twice daily 10 or dulaglutide 13 showed no impact of sex on the change in body weight in people with T2DM, recent analyses of dulaglutide data found weight loss was greater for women than men. 14, 15 There are also studies evaluating the effect of baseline characteristics on SGLT2 inhibitor efficacy. Analyses of canagliflozin data suggest that reductions in HbA1c and body weight with canagliflozin are not affected by race 16, 17 ; however, HbA1c reductions were greater in patients with a higher baseline HbA1c than those with a lower baseline HbA1c. 18 A pooled analysis of the effect of dapagliflozin on cardiovascular risk factors according to eGFR confirmed the decreased efficacy in reducing HbA1c among patients with eGFR ≥45 to <60 mL/min/1.73 m 2 compared with those with eGFR ≥60 to <90
or ≥ 90 mL/min/1.73 m 2 (interaction P < .001), with no influence on the effect of treatment on body weight. 19 Finally, an interim analysis of the ASSIGN-K study showed no relationship between sex and weight loss in Japanese patients with T2DM. 20 The present analysis has some limitations. Primarily, the small size of some subpopulations limited the interpretability of the results.
Some weight analyses were performed post hoc, with the inherent limitations of such analyses. Furthermore, there was no adjustment for multiplicity.
In conclusion, treatment with exenatide once weekly plus dapagliflozin reduced HbA1c and body weight across all patient subgroups and was more effective than exenatide once weekly or dapagliflozin alone in all adequately sized subgroups. This was consistent with the results for the overall study population. Potential treatment-bysubgroup interactions were observed for age and eGFR when evaluat- 
